47082698 A1 1)1 0O Y OO A

The invention relates to al kaloid reaction products
obt ai nable in a process wherein al kal oids are reacted

with an al kyl ati ng agent,

preferably thiotepa,

(12MMNIEBBATIONALINPREHCATECN BITHLYSHEDI UNPER G HR PATENG CODRERATION TREATY (PCT)
wat er - sol ubl e conpounds are renoved fromthe reaction

M9s twor ThRiénesasProgeriti t h
sol ventorgmibatiaaf ter the r
t 0 a mheeabmeRireaM t h Stro
chloride (HC),
ubEnfeARAGEIaDPUbAEARGRDALS .

to preci pN&ge
The preci pi t atogthi¢redtivhal ®nblication Number

a suitabl e agueous

i e cugn St GRE

a water soluble salt of

B0 Septemiiser 2004(30.92.2604) | east PEIE quat er Wiy 20044082698 A1l
(51) THMmatierraRa Wabsicapp! | Cabiossspar t i GUARRY BAIHR, 8H8R, BW, BY, BZ CA, CH, CN,

3t garent s, of 22, amnos409561ad/590 1
9/6738] G OBF84, 9/6539, COTG 5/00

(21) International Application Number:
PCT/EP2004/002637

(22) International Filing Date: 12 March 2004 (12.03.2004)

(25) Filing Language: English

(26) Publication Language: English

(30) Priority Data:
03006015.6 18 March 2003 (18.03.2003) EP

(71) Applicant and

(72) Inventor: NOWICKY, Wassyl [AT/AT]; Margareten-

strasse 7, A-1040 Vienna (AT).

(74) Agent: Biichel, Kaminski & Partner; Austrasse 79,
FL-9490 Vaduz (LI).

(81) Designated States (unless otherwise indicated, for every
kind of national protection available): AE, AG, AL, AM,

met @b oR.iaw, cdy B, RCIHNL,OITSEC, EE, EG, ES, FI,
GB, GD, GE, GH, GM, HR, HU, ID, IL, IN, IS, JP, KE,
KG, KP, KR, KZ, LC, LK, LR, LS, LT, LU, LV, MA, MD,
MG, MK, MN, MW, MX, MZ, NA, NI, NO, NZ, OM, PG,
PH, PL, PT, RO, RU, SC, SD, SE, SG, SK, SL, SY, TJ, TM,
TN, TR, TT, TZ, UA, UG, US, UZ, VC, VN, YU, ZA, ZM,
ZW.

(84) Designated States (unless otherwise indicated, for every
kind of regional protection available): ARIPO (BW, GH,
GM, KE, LS, MW, MZ, SD, SL, SZ, TZ, UG, ZM, ZW),
Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, TM), Euro-
pean (AT, BE, BG, CH, CY, CZ, DE, DK, EE, ES, FI, FR,
GB, GR, HU, IE, IT, LU, MC, NL, PL, PT, RO, SE, SI, SK,
TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW,
ML, MR, NE, SN, TD, TG).

Published:
with international search report

For two-letter codes and other abbreviations, refer to the "Guid-
ance Notes on Codes and Abbreviations” appearing at the begin-
ning of each regular issue of the PCT Gazette.

(54) Title: QUATERNARY CHELIDONINE AND ALKALOID DERIVATIVES, PROCESS FOR THEIR PREPARATION AND

THEIR USE IN MANUFACTURE OF MEDICAMENTS

& (57) Abstract: The invention relates to alkaloid reaction products obtainable in a process wherein alkaloids are reacted with an
& alkylating agent, preferably thiotepa, whereafter unreacted alkylating agent and other water-soluble compounds are removed from the
reaction mixture by washing with water or a suitable aqueous solvent, whereafter the reaction mixture is subjected to a treatment with
strong acid, preferably hydrogen chloride (HCI), to precipitate a water soluble salt of the reaction products. The precipitated reaction
products comprise at least one quaternary alkaloid derivative and are suitable as drugs for prophylactic or therapeutic application,
particularly in the treatment of immunological or metabolic dysfunctions, and cancer.



